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The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

The specification is objected to under 35 U.S.C. § 1 12, first paragraph, as failing to 
provide an adequate written description of the invention, and failing to adequately teach how to 
make and/or use the invention, i.e. failing to provide an enabling disclosure. 

Claims 1-21 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention, and which was not described in the specification in such a 
way as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 

The prior art, such as the references of Totsune et al. or Wilkinson et al., suggest that 
elevated levels of urotensin II are found in samples obtained from a variety of patients and that 
detection of such elevated levels in such a patient would not indicate a risk of heart failure in that 
patient. Thus, absent further written description and guidance from applicant, one would not be 
assured of the ability to assess a risk of heart failure in patients based merely upon detection of 
elevated levels of urotensin II in a sample from a patient not known or suspected of having heart 
failure or a risk therefor. 

Moreover, it is not clear from the instant disclosure or the prior art, e.g. Douglas et al. 
(2002), if elevated levels of urotensin II are indicative of a risk for, or are merely a result of, 
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heart failure because the elevated levels appear to have been detected only in patients after the 
occurrence of heart failure. Further unpredictable experimentation would appear to be required 
to determine a predictive relationship of urotensin II levels with RISK of heart failure. Thus, 
absent further written description and guidance from applicant, one would have no assurance of 
the ability of urotensin II levels to predict heart failure prior to the occurrence of the failure, i.e. 
to detect a risk for, rather than the presence of, the condition. 

Claims 1, 2, 6-9, and 13-17 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention, and which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention commensurate in scope with 
these claims. Applicant teaches competitive immunoassay of extracted plasma samples for 
determination of urotensin II. Applicant provides no written description or guidance for other 
than immunoassay determination of the marker and one would not readily know what other 
method predictably functions for the determination of this or the second marker. Further 
unguided unpredictable experimentation would appear to be required to identify an alternative to 
immunoassay. Absent further description and guidance from applicant, one would not be 
assured of the ability to predictably practice the determination with other than the disclosed 
immunoassay. 
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The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-21 are rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite for 

< 

failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

In claim 1 and claims dependent thereupon, "the" level or normal level lack antecedent 
basis. The interrelationships of the components and steps of the method are not clear, e.g. there 
is nothing to connect the subject to either the sample or the indication of risk. A method claim 
should clearly state each component used in the method and the relationship of the various 
components. A method claim should also conclude with a step relating the method result to the 
purpose of the method, preferably to the purpose as also set forth in the preamble of the claim. 

In claim 2, "the result" lacks antecedent basis. 

Claim 3 provides for using an immunoassay, but, since the claim does not set forth any 
steps involved in the method/process, it is unclear what method/process applicant is intending to 
encompass. A claim is indefinite where it merely recites a use without any active, positive steps 
delimiting how this use is actually practiced. 

Claim 10 provides for the use of an immunoassay, but, since the claim does not set forth 
any steps involved in the method/process, it is unclear what method/process applicant is 
intending to encompass. A claim is indefinite where it merely recites a use without any active, 
positive steps delimiting how this use is actually practiced. 

Claims 1 1 and 12 duplicate the subject matter of claims 4 and 5, respectively. In these 
claims, "the" immunoassay lacks antecedent basis in claim 1. In claims 4 and 5, it is believed 
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that claim -3- was intended. In claims 1 1 and 12, it is believed that claim -10-- was intended. 
Moreover, in claims 5 and 12, it is believed that -method- was intended. 

In claim 6, "typically" is not defined and it is not clear what level is encompassed within 
the metes and bounds of the invention. Moreover, in this claim "the absence" lacks antecedent 
basis. 

In claim 18 and claims dependent thereupon, "the" detecting lacks antecedent basis. 
In claim 19, "the" level lacks antecedent basis. 

In claims 20 and 21, "the" second marker lacks antecedent basis in claim 18, it is 
believed that claim -19- was intended. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

(f) he did not himself invent the subject matter sought to be patented. 

Claims 1-6, 11, 12, and 18 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by Totsune et al. (Lancet 358: 810, 2001). 

Totsune et al. detected levels of urotensin II in patient and normal plasma samples with 
an immunoassay using anti-human urotensin II antibodies. 

Claims 1-6, 11,12, and 18 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by Wilkinson et al. (Cardiovasc. Res. 53: 341, Feb. 2002). 
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Wilkinson et al. detected levels of urotensin II in plasma samples with an immunoassay 
using anti-urotensin II antibodies. 

Claims 1-21 are rejected under 35 U.S.C. § 102(0 because the applicant did not invent 
the claimed subject matter. Ng et al. (Circulation 106: 2877, 2002) teach the invention 
essentially as claimed and provide evidence of an inventive entity other than the inventive entity 
as instantly set forth. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 103 which 
forms the basis for all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

(c ) Subject matter developed by another person, which qualifies as prior art only under one or more subsections 
(e), (f) and (g) of section 102 of this title, shall not preclude patentability under this section where the subject 
matter and the claimed invention were, at the time the invention was made, owned by the same person or subject 
to an obligation of assignment to the same person. 

Claims 1-6, 1 1, 12, and 18 are rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Culp et al. (US 6,075,137) in view of Douglas et al. (Lancet 359: 1990, June 2002), and 
either or both of Totsune et al. or Wilkinson et al. 

Culp et al. teach detection of urotensin II in patient samples by immunoassay for 
diagnosis of, or diagnosis of susceptibility to, a disease, particularly heart failure (see e.g. col. 8). 
The reagents for the assay can be provided in a diagnostic kit. However, the reference did not 
specifically exemplify detection of urotensin II in a body fluid sample. 

Douglas et al. teach elevated levels of urotensin II in patients with heart failure. 
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The teachings of Totsune et al. or Wilkinson et al. are as set forth above, teaching 
immunoassay detection of urotensin II in plasma samples. 

It would have been obvious to one of ordinary skill in the art at the time the instant 
invention was made to have used the immunoassays of Totsune et al. or Wilkinson et al. in the 
method of Culp et al. for the diagnosis of, or diagnosis of susceptibility to, heart failure in a 
patient in view of the direct suggestion in the reference to do so. One of ordinary skill in the art 
would have had a reasonable expectation of success in view of the teachings of Totsune et al. or 
Wilkinson et al. that urotensin II can be detected in plasma and because Douglas et al. taught that 
urotensin II was elevated in patients with heart failure. 

Thus, the claimed invention as a whole was clearly prima facie obvious, especially in the 
absence of evidence to the contrary. 

Claims 1-21 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Culp et al. 
(US 6,075,137) in view of Douglas et al. (Lancet 359: 1990, June 2002), and either or both of 
Totsune et al or Wilkinson et al. as applied to claims 1-6, 1 1, 12, and 18 above, and further in 
view of Hall (Eur. J. Heart Failure 3: 395, 2001) and either or both of Karl et al. (Scand. J. Clin. 
Lab. Invest. 59 (Suppl. 230): 177, 1999) or Hunt et al. (Clin. Endocrinol. 47: 287, 1997). 

The teachings of Culp et al., Douglas et al., Totsune et al., and Wilkinson et al. are as set 
forth above and differ from the invention as instantly claimed in not teaching natriuretic peptides 
as additional markers of heart failure. 

Hall et al. teach the value of natriuretic peptide determinations, particularly N-terminal 
pro-brain natriuretic peptide and brain natriuretic peptide, in diagnosis and management of heart 



Application/Control Number: 1 0/6 1 8,567 Page 8 

Art Unit: 1641 

failure patients. The reference teaches that the determinations should be combined with other 
diagnostic examinations, including other peptide determinations, and not as a stand alone test, to 
improve diagnostic performance. The reference does not, however, teach reagents for the 
determinations. 

Either of Hunt et al. or Karl et al. teach immunoassay reagents and methods for 
determinations of natriuretic peptides for diagnosis of cardiac impairment. 

It would have been obvious to one of ordinary skill in the art at the time the instant 
invention was made to have combined determinations of natriuretic peptides for diagnosis of 
heart failure, as taught in Hall, Hunt et al., and Karl et al., with determinations of other 
diagnostic markers, such as the determinations of urotensin II taught in Culp et al., as modified 
above, in view of the suggestion in Hall to combine tests to improve diagnostic performance. 

Thus, the claimed invention as a whole was clearly prima facie obvious, especially in the 
absence of evidence to the contrary. 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Armbruster et al. (EP 1 241 479 A2) teach immunoassays of urotensin II for diagnosis of 
cardiovascular diseases. 



No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 272- 
0821. The examiner can normally be reached on weekdays from 9 a.m. to 5 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le, SPE, can be contacted at (571) 272-0823. 

The phone number for official facsimile transmitted communications to TC 1600, Group 
1640, is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application, or requests to 
supply missing elements from Office communications, should be directed to the Group 
receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



James L. Grun, Ph.D. 
June 16, 2006 




CHRISTOPHER L. CHIN 
PRIMARY EXAMINER 
GR0UPiB09-/feW 



